The initial sample size calculation in our protocol [1] was based on the expected proportion of 'bad neonatal outcome' in the intervention group (3.9%) and control group (7.2%) and accounts for the fact that the outcomes in children from multiple pregnancies are non-independent using an intra class correlation of 0.6. As the intervention is performed on the mother, analysis should be done on the maternal level. This adjustment was made during recruitment and approved by the medical ethics committee. The sample size is calculated based on the primary outcome 'bad neonatal outcome'. In the control group, 'bad neonatal outcome' is expected in 7.2% of the children 1:8% Ã 77% ð þ5:4% Ã 35% þ 7:2% Ã 12% þ 35:6% Ã 8% þ50% Ã :5% ¼ 7:2%Þ . In this calculation, the first rate represents the probability that a patient delivers at that gestational age, whereas the second rate represents the probability of 'bad neonatal outcome' at that particular gestational age. In case of treatment, 'bad neonatal outcome' is then expected in 3.9% of the children 0:9% Ã 77% þ 2:7% ð Ã35%þ 3:6% Ã 12% þ 17:8% Ã 8% þ 75% Ã :5% ¼ 3:9%Þ. On the mother level this corresponds to an expected 'bad neonatal outcome' in at least one of two children of 12.4% in the control group and 6.7% in case of treatment. Using a two-sided test with an alpha of 0.05 and a power of 0.80 we need 400 women in the control group and 400 in the intervention group.
* Medical Ethics Committee, Academic Medical Centre, Amsterdam, the Netherlands (ref. No. MEC 09/107).
